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(54) INTERLEUKIN-1 8 RECEPTOR PROTEIN 

(57)Abstract: 

PROBLEM TO BE SOLVED: To provide the subject new protein composed of an interleukin-18 
receptor prote.n recognizing interleukin-18, capable of suppressing and controlling immune 
reaction 8 "* ^ ^ treatment and Portion of diseases caused by excessive immune 

SOLUTION: This new interleukin-18 receptor protein recognizes interleukin-180 has a property to 
suppress and control immune reactions in mammals including human and is useful e.g for mitigating 
the reject.cn reaction in organ transplantation, treating and preventing various diseases caused by 
excessive immune reaction, investigating the physiological action of interleukin-18 and establishing 
a nybridoma capable of producing a monoclonal- antibody having specificity to interleukin-18 
receptor prote.n. The protein can be produced by culturing human lymphoblast-like cell line L428 
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cell (FERM BP-5777), disintegrating the cell by the application of ultrasonic wave to the cultured 
product and collecting the objective protein from the cultured liquid containing the dW^SS 
cell us.ng a monoclonal antibody having specificity to interleukin-18 receptor protein 
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(54) [SB^O^] ^>*-D-r*>-18g^#S6J| 



(57) [£ft] 

ft e> £ C £ its. 

-f>*-n-f*>- i 8£ts!§hr*^gi* 

- i 8*c»-rs**as»L ^it, -Y>*-D>f*>-i 
£~p^>- i 8<z>«P»:#£ccj;9JB&-r*. 



1 

[ff*52 ] b hXttv^*teEfcfcTSfi*5 1 CciB 
$SCD^>*-p^*>- 1 8^Si*^a^ 0 
[Iit*5 3 ] bh'J >^^aMBBB«:S*-r 

Mo 

4 ] thy >A-^cS)uadi l 4 2 8 mm 

(FERM BP-5777) ?$>2>n$&M3iCiffi<D 10 
^>£-P^*>- 1 8ggf*^Gfto 
[19*55] ^>£-P-<*>-l 8*i|B^M«:*jW 

£iB?'J## i tc^-rr $ swsm (fcfcu i^rxa 

aj ZttLXTjkLtcT $sm&* -rvn-Y^>X«HU 
J»»#2«C^rr5yMB9J (/c/cl, ^ TXaaj 

*m?i>(Dt-?z> 0 ) &m?2>nnogi. 2 V 3x^4 

>*-P^*>- 1 8 3Sf*Sfift. 
[18*56] Kf^ilth^A-d<'J7^'J;i/ 20 

K^mm^iCfcl>T^T-S3 0, 0 00M1 
8 0, 0 0 0*OUh>4ijVrW#JBl > 2, 3, 

[19*57 ] ^ smmti>x* s&mtctew 
*E?U## 3 1 0 tc^tr ^ ^k®j© i xtt«» 

«r*rrSB*Bl. 2, 3, 4, 5X1*6 tei2tt©-< > 
£-a4*>- i 8§Sf*^£fto 

[is*58 ] ^s»gc^iLr-r>^-D>r^>- 1 8 

[19*59] ^Jiltii7;^$>, -fe7^ 30 

[19*51 0] !ngB^&*#]£OT©i8*S8Xtt 
[19*51 1 1 jWffiW»WJtUT<D««3B8X«9fCffi 

[19*5 1 2] ^>£-p^*>- l 8$3?fl«aftK: 
«fS«j«c * ^ * p - + )V JK#. 

[!9*51 3] MlftRO^ift^pJ^^, -etieh, 
IB^JS«:*jW-5i^J«r^ 1 te^T T 5 y^ge 40 

F'JSr^ffT £19*51 2t<c$m<D*:s?a~+)l>in&o 

£ 1 5RWJ#^ 1 6 7!>M 1 8 £ ->MEFJ*r 

f*. 

[gft*5 15] t Hb!nf*r*S«3R5 12, 1 3Xli 
1 4tClBtgCO^^^P-^^tn<*o 
[19*516] ^>*-P^*>- 1 83$»3aH«: 
^W^-t^^P--^^Si(*^*U#^^^^»J F- 50 



*5fB8¥ 1 1 - 1 0 0 4 0 0 
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[19*51 7] ^>£~-p^*>- 1 8SSfl«eifk: 
^c^^^p- ^ JUS*© «JS*£6. 

[ 19*51 8) tmmwzimfrt>*s?u-i : )i>tKft 

**«f. i£#T> ffiiS, tSUiL #«lit». ^>Sft^n 

««**»ad»cc <fc 0 sax-r 319*5 1 7 ^imso* ; 

[88*^19] ^>*-P-f*>- 1 8*gf*S&»«: 
ftmWj:*s?u~i-)im#ZJ^Z~aJ*^- 1 8 

#x3-T)i,tmtc4>2~vJ : *^- 1 8§§f*^sst 

[ 19*5 20]^/^p- ^ JWR*W*^JBfflitWc|S 
£LTl>£f9*5l 9CCg2*S<ZM>*-P-f 1 8 

4»AB9ft -/ * p -T)itn&Ztm&WtcmMi* L&>* 

^sst6«:j:o^>^-p^^>- 1 8§s««ast£ 

[19*522] *s*a-i-)imw&mt&mm. mm 
Ra p /x»s*«««cj:oaa3*irc»*»*i2 ik 
faiSo-r>*-pw*>- i 8s««sQK<Dtttu^ 

[19*52 3] ^>*-n^*>-i 8*s(*saiKc 
[19*52 4] *^^n-^is(jw$awwtt««. mm 

S^/X«S*«««cJ:0aa3tir(,^i»*3I2 3«c 
IBi&cD>f >*-P-f*>- 1 8SS(*§taH©«Hi» 

[19*52 5] W7}iU-f>^-P>f+>- 1 8 
^^Sltc^K^c^ -/ * p -+Mm*&A,T ft 

[18*52 6] -<>^-P-r + >- 1 8S:Sft^aSCC 
ft&t&rj:*s9a-i'Ji1R#&4>2~v4*>- 1 8 

1 8CDPfiW77^c 
[18*52 7] *»«»4Ut-<>$-a-f+>- l 8 



(3) 

3 

^>£~-p-Y*>- 1 8(D*W:&ffi. 
[000 1] 

r i l- i srj iKsa**. ) **flE-r4aiajt. T 10 

lL-18Rieii, IL-18R^fiSfCt 
[0 00 2 ] 

^>^-D^>-18 <«T. riL 

Str*£1M h#>f >©~«*C*>*. 1L-18«. 1$ 
W 8-2 7 1 8 9#fiML ®ffl¥8-l 93098§ 
ftffiKtf'^l'* • r^^^^-j , ^378 

*, 86, 5 5 2-Sf, 8 8 Tb^L 9 11(199 CC 
jl6ft&J:5te, SJiim -O^-^p^rf^ 20 

*6 rtf • ix*-^ • ^fAyD^j , 115 

6*. 4. 2 7 47!jM4, 2 7 9 H ( 1 9 9 650 Ccfc 

ttSffisgcco/cjtfoT. r il-18j ±Wfo2ti2>£ 

5JCtC-»fc. fiStJK®!© IL-18»15 7<@<DT ^ ^® 
mteJ>*-7 *V>-r (fcTF, r 1 FN-r J <hB& 

ri»*. cftfccoffiR&w:, iL-iStt^ 30 
p D piLriAiB^ffl^Wff Batwj&wi«>6ftT 

[0 00 3 ] KraotfcD* I L- 1 8(C*>«r6r. if 

# > £ISftrr *3§f****> & — <7>^t8^t 
l>&£^;t£>ft&. &TWtt:fo<,>Tte, I L 

- 1 8 4B^a a D<i:Lr||ffi{b-r^/c*&c4> k IL-18 
^CD^OOi^fflCD^tCftO^r, IL-18 R^fi 

[0004] 50 



»H¥ 1 1-10 0 4 0 0 

4 

<D»9J©3l-<D»«tt* I L - 1 8£l2Jg&T££iN*£ 

[0 00 5 ] $ £cc % c©«w©*r©Bfitt t »r*>£ 

^mctt-rz *:st>u-j- )UK&zmm? zcttob 
[ooo7] zhicmz-x, c<omi<onm<Dmm&. 

[0008] $ htcmz-x, cflD^oss©ms«, 
#r £ * y * a - ^tmom&tjm c £ cc 

[0009] $ fctcflnAr, c©«eB<D8A<D»H«, 
m&z*s zu-Tfrfowzm^x i l- i 8^is^T 

[ooio]$ ^c^oat, ca>»9B©»-fc©aijB«, 
Mfr2>*s#a-T)im#%m^x i l- i 8%aai-r 

[0 0 1 1 ] £6WHIx.T. C©*l8or)SrA©»H«. 

nip**; ?a-i~jvm&zmi,>x i l- i 8*a»-r 

[0 0 l 2 ] $6CC»0x.T, C(D*l8©*^LO»{aW, 

[ 0 0 I 3 ] $ 6(C»PAT . C©SMB©»+©H!«tt, 
»f^-5^^^a-^^fSi*cc<fc^ I L - 1 8<DPI#:fr£ 

[0014] $ e>ccttix.r, co^cD^i — <Dwm 

I L- 1 8*B«f *§S#*flH»£ I L- 1 8CC 

[0015] $ ^ora^r, c ©*ib<d8+— ©Ha 

IL-18 £B»-r*SSf**ffll>r IL-18?: 
*«rT* I L - 1 8 <D*fO:£ffi£»«T*C 
[0016] 

*-rsu >^^aea*B«a©— ar*-&L4 2 siotk: 

1 L - 1 8 *B88t^»»Wfiltt^C <t4^*± 
fc^rfc 1 L - 1 8*J:<SB»U ^t^ci^ 

L/C #r< LT#&#«tIS£ft/c IL-18 R^SM 
L - 1 8 ?:ISiS * tao^L, aBft«OIA*»&«>i-r*il 

^Stl>Cc^l/c fl $6^C, CCD I L — 1 8 R 
*e«*tSM«:fflCiT IL-18 RSeit«cttHn«c j e 



5 

tc. 

[0017] c(D^mumn^m-<omm^. 

1 L- 1 S^m^-T^ 1 L - 1 8R^6MK<£9&?&-r 

[ooi 9 ] c<omi\m%zm=<Dwm*. il-is 
r m an cc ftmMte * y ? p - i- j: <o mm- z> 

[0020] commm^mm<Dwm*, 
[0021] cvmmm^mfrcDmmz. il-is 
<Dmmmx\mmfr ;Hnf* z mm? *> x 

*l£^A,r a 5 * -/ * p - ^^tt^coSBS^Stc J: o fig 

[0 0 2 2 ] CCDI%?g«Suie0A^ii^^, 1 L - 1 8 
RSeKCCl$aW«c*-/^P-^^R** 1 L - 1 8 R 

»ajitS5ai»»«:do»^»«:sat-t*L«>r * -/ * p 

SB!f5Ii4^tft5 1 L - 1 8R 

sawDfBSWffifc cfc o »*-r 6 & . 

[0 02 3 ] CO«W«HiriB»-t<DaH*. I L - 1 8 
§ I L - 1 8R^a^CD^m^tcJ: i P^-r^^C0'C 

[0024] c<Dmi&m&mj\<omm*, \ l - 1 8 

[0025] c<D§mtem&m%<Dnm*> wtnsfot 
itiL-i sRaeKtc^wtt^^^o-^^tt* 

[0 026] CCM^^ttSTSBSI+OHjS^. I L - 1 8 
RSaRficWaWfe^^^ci-^JMKft* 1L-18R 

aeKccffiffls#sc<t*«pai-r^ il-i 8 ©pes 
[0027] cco*w«B?rgs»+— ©wa*. mni&ft 

iltl L- 1 8RSBH**A,rfcS I L — 1 8K*t 

"rs**PSOccj:OfiBa-r^«>or*s. 
[0028] c<D&wtm*m+-<DmM*. il-i 



(4) wra^F i 1-100400 
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8«ci l- i 8Raa«*f¥ffls#«ci*i«ki-ra 
i l - i 8o*«r&ffi(CcfcOJB«r*fc<Dr**. & 

f^TFERM BP-5777J "Ctrl*;* ftT<,>£ 0 
[0 02 9 ] 

SttWT**!:. CO»iBOIL-18R5a»t IL 
10 - 1 8*S»T^ttKCCJ:i3«p»#W6ti^. M^CDi 
I L - 1 8K-. -TTtc. t hRtf^XtetefeT 

sfc©^»ie>tirfeo, cti6tti»mi5 7i©7 

5/M*^t40. -en-en, EftlSKfettSERtt 
# 1 «C^T7 S -/MEW (/c/cl, S^rxaaj £tt 

fc^rr 5 -/MEW (fc/ci, R^rxaajmr 

7^l/c7^Iit ^^VXteh U*~>£^r*> 
<D£T£<, ) £WT£<> CO»WOI L-l 8R^aM 
20 ttIL-1 8«B«U Sfe&S^ 
*»t:fc(,>T v coasfitc I L- l 8 I 
FN-r<DjS43&5»3»3n-6. CCDffeHJcD I L - 1 8 R 
gam*. 1 0 0*Cr5#Rflfln&T&i, Ctie>cr>ttM 
«feC>* $/c, I L- 1 8 #J8^Lfctfc«r S7C»J#aE 

mmmh <ht, tsds-pagej <tBgi2-r£«> ) 

MfflTSi. K»W±, ^11^5 0, 0 0 075M2 
0 0, 0O0Wh>^Tc 2 C(0*W©IL 

- 1 8 R»am*. mar ^ swsmt it, wsmx. 

[0 03 0] C<D§m<D 1 L - 1 8R^aiit ]Qr*>S 

v$>->x, I L- 1 8RSaiT«»RUrc^lUS»S8[ 
S^{tu-rt#6n€>, Mitt, s^*> • s -/«7^ r*-r 

40 >^'l/^-J,»10^ 17bM18M(198 
8^) «ClBilStirc»4J Mtmm. HDLM-2W, 
MOLT-16«0'PEERffflR 56iC« v L4 
28W(FERM BP-57 77). KG-lJfflta 
(ATCC CCL-24 6). U - 9 3 7 IfflflS (AT 

cc crl- 1 5 9 3. 2) tt£®y>'*9gmttni 

»»3^S<. 1 L-l 8R»a«#iKS&<S 
6ti^cD-C. I L - 1 8 R5fiH©»»i br^Br^> 

cne>co3ffl»a^6 i l - i 8Raa»«rt*ax-r*K: 
so ia*K»bfc«. wmmm^ts^mnf^h il-i 



7 

/cot. %m%m^±m<Dz:tzm%m&&<DmMicto 
i>r i l- i 8R<D&mzm&?2>mm. i 

L- 1 2*>I L- 1 8£*Biai x l 0' m%*)$)0. 0 

i pgibmi us, m*o<tz. mi p eibmi oo n 

i 8 Rse»<z>iDai^2<s«±«:feii5*^. il-is 
fflo^ffi^Sfflsn, jMtwccw:* sw. ata. 

lffl^avh^77^ l 77 ^r^^P7 h7'7 

ms.m^itxmmr^o t*)t>v. i l - i sr^i 
timmmtmm&z il-i s^cat©* i 

L- 1 8 RI«g«CO^^y7P-t;l/ 
^^C^^A/7 7^ -^07 h ^7 ^ - 20 

tC<fc*<!:*CC«: v iSMKOI L- 1 8RIfiRW© 

[0 03 1 ] CC0«?8OIL-18RSaitt. 

t&hh. m%mc. mm. & 30 

sac -taw. Riao^Rtt, ru^y>o<fc 

3t ¥tXJR«fiBniIffi. S^ttWBWI. V*-yu>ffi 50 



«fM¥ 1 1 - 1 0 0 4 0 0 
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ML, 1Stt¥ttlB^ #t**>*l H I VIM, Ul. 
7hb-tt^ TBRffiRtf^* 

6ft£. CCDSflO I L - 1 8 R^SIt 

1FN-T OiMJaafe-WftJIBR^tt £ teiBBTSK 

[003 2)Sf}< It, WS»^<bU"C IL-18RS 

&ihmii&ftL iumwm. assy, j»*»»Jtt^io 

WSSti, C<omM<Ol L- 1 8RSSS^0. 00 0 
01M100% (w/w) . Si*b<«. 0. 00 0 
1 ftM2 0% (w/w) £A/Ctt*. 
[0 03 3] C<D»K<DIKSttgl.iaPJ5*. I L - 1 8 R 

r, ffeO^Ilr£^WcDlg : U<53:aiftM®<b(Offl^!B5 

iltli. FK5 0 6. ^aa^a-f K, 

i/7a7^77$ h\ tOP^y^^-K, HU 
ifl/>^7*X7r$h\ 7 J X>7r> < 7 
^>-^x^-h\ ^a^>^^>;!/. Tif5 1 ^y* , ;>. 6 
YVV >, 6-f^y7->, * -7-9 97 
z-Z/ % 8-7997 y)l*W : 7i<')\'. is*?^ 

^>>, 9 ^PX^'i>A, L-7X^7*t-^ 

>^yx^> v tr>^^x^>, tFP^u7 t % 

tc, I L- 1 8\m<b94 b*jJ><D$:®ft7>$3~ 
xh, ^>^-n^4>-lSg(t^6g, A 

5«s»*aH. ^>^-p^+>- esgftsaa. 
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>2-a<r*>-8 ^f*ct*t ? ^ -en-enc^r > £ =* 

[0 034 ] $ e>K v C<D^W<D^imm#Jtt, fi^ 
tt^OH&{£ ( 4f££r> SL, < tt^<C*J& (1/40 10 

tt^o^jiorci, aim mm. tm. mmi 
mi tjv^)vm. ^rm. smm. 

/Ms mn. mi o^mi oomg/ioi l- i 20 

8 R^i&WZ 1 71M4H/BXW: 1 @/i8©M» 
[0 03 5 ] <bC3T\ CCD«9J« I L - 1 

J:*m&t<h^r#£ 0 JIttWtCW:, fell #r*>*tn 

Mtetmmmm^mumm*m&*<DMm£<D"j7v f 30 

{7iM<t L/TCD I L - 1 8 RISf (J, ilST 
Witt, M^L/cI L-l 8RKa«<D»3e:&ffifc:J:o 

L- 1 8Rgai^^ll/-CC^IfflW, 40 
[0 0 3 6 ] ftffi«fP«tBffl©*ffi«: <fctitf J: < , Wi 

tt, ±seoc:<b*!SM*»!ftX«amry A ^> h£i 
n<2> e ^i^wwftwoas^^stcfej:*^. km 50 



1 1-10 0 4 0 0 
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iU Cti*jftl7JS2iinB©nBI*«^T271S2 0 

[0037] m< Lxmhiritctji&mtmMtm 

«C«*Lffl**(DJmia(C«, P3/NSI/1-A 
g4- 1HBI8 (ATCC TIB-18), P3X63 
As Smm (ATCC T 1 B- 9) MS p 2/0- 
Ag 1 4 MS (ATCC CRL-1581) &£<Dv 

•^(t Witt, ^yx^uv^yn -;i^-k> y 
-f -/ ^ * <b -r *ftte(s«#j*^> cc & 

: 17bMl : 1 0<D»^Ci*iB<*<t*, C 
<0tt«O * * ft 3 0 7iM 4 0 X! r ft 1 5 #RB ^ > * 
^-ht^ ffi^SHWctt, Witt, MEM*SttL R 
PM I - 1 6 4 0iSMOV^3 7^^aSite^ 

[0 03 8 ] awo^Hf^u K-v^isw-r^k:«, 5t 

*\ ±ieO<fc^(C0T»^:iBIia»^«I*HATe»/j: 
i*©ia!Rffi*g«S«:»L. ft3 0ftS4 0"CT*ft3 B7!jM 

3iine«uT^^^y F-^ewkDiiiiBtjwsit 

*CC5M^n/ctnf*Ko^ I L - 1 8RSie^<!:CDie 
^tt*BW-T*. B»«c», Witt. x>if^A^Ay 

r;uj , 199 1^ -MW^>f^7^;^ 
tT, 105M152 MCC«-e<D/c«)(D^ffi3&«H^BijS 
$tlTl^ Q I L- 1 8RSa»«C»S»«cJift«:g£ 

[003 9] c<o^m<o^y^a—t)UtKmt. mfrh 
*<DtBffl©*ffi3&5fflt^tl. Witt. 

a»0^-f F-*^# 1 1 7 - 1 OCttCOJM! 



XL 

a«, an. mm, awkbl. a n-?\> 

[0040] ttfc. h#^>cD— 
P^*>-6 (OT> r I L-6 j tmrt&o ) 
c <D§m<D*s z p - *;uK#®RSK:ffi«>T w^r & 

#U >w^y F-v©*p-i>y^i&TS»dtt 20 

[0 04 1 ] co^cD^ey^n-^jbfiii*«. ilSt, 

K-7^e,mRNA*S»U iME^B*£fffl!S'l*T 
cDNAiU PCRJSJtCCj:D*»iBL/c«. £P-~ 

c^^oD^^^p-^^lS^tc^^fiifi 

£ ft JKttOTBV Cc <g« L it * s * p - ^ 'Hatt« «ar 

[0 04 2 ] $ 6CC V ^omtftRCfflEacc^jW-SfSllte 
$»tt*»flfr* rtB»tt«5e«ffi ( C D R ) J <DT ^ 

«c. Tco^^^p-^^ts^isaoH^cswjS^w-r 



ftfflW- 1 1 - 1 0 0 4 0 0 
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17-1 0 C^iSt^^y^o-t^KftMA b # 1 

17-1 ocu. mimamm^mm^^x, -e 

^MEWfcdWl/TfcO, A>fy-;F--7#i 17-1 

0 c fc**i>Ttt % -ecDse^j^ 1 1 1 2 tcijvrT ^ 

^t^^P-t^tiftMA b # 1 17-1 OCGtteOT 

i^Mcc*jwsfie^ij#-^ 13M15 tt^-rr $ j 
mew. ^n-en, sjRccfc^s3«H<ocDR. -r 

Ut>%, CDRK CDR2SO'CDR3(D7$ 

8(C7Rrr5-/MiByij^ -en-en, mm*$wz>zm 

SCDR, -rfc*>*3 v CDRK CDR2SO'CDR3 

-J, 1 995^ t • ^UX^tf 

[0 04 3 ] C<D&m<D*:S?V-i->l'iji&te> 
77^r^^P7F^7 a-^X^> I L - 1 8R 

C©*9J©*-/ ^P-^;Hnf*^ 1 L - 1 8Riaii 

w:SM5-ti-r^y^p-^;ut)xi$^ I L - 1 
«:lRt3i*SIIi, 55f Uc I L - 1 8R^fig^ 

lS«Jte^CC*^Att«C^S«L/. Ctltc, «*.«. iB^S 

1 8R«eB©*^*^F«14fi(t±© j e^^P--^ta 
i*Cc^lfT^>o ^#L/cI L-l 8R^SM«. ^e^^ 
p-^;l/!S»HH©*5R^ *>«K*a** C <t(cj: 

^ > G CD ? 5 X cc If 5 ^ -/ ^ P - •f)l>tnW&mi, 
iS^«BH4»M>pH, ffl». pH27i^3T\ ^ 
A y ^P y «J >MCD^ ^XCCHT -/ ^ p 

1 1 xnm • Sffi 3 i± C W<OfB«*ffiCC J: 5 £ 
#«Ctt % I L - 1 8 R*e«€:«iJ>0«FMi»*"CWa 

[004 4] C<Dm*<D*:S>?U~~r)\'VimX. IL- 
1 8R«SK**UT*fc«><OKJ|ibr*>jaaSttffijfc 

J:^i/^A^7^f X>1f >f A 4 AST viz 



(8) 

13 

TfrtZmt I L - 1 8 RSejtteWJMWcKfcU 

s-rntf, at*s»4*<Dc<aao!>i l- i sri&i 

*f8KS<«HBT*c<fc#r*S. 

tt*»#rr*S5*.«:, MKSf^NFKIi^m 10 

l/c^ot, CO*W«:<fc-S«ffl^» v IL-l 

3 IWWWWCfcWS I L - 1 8Rt>VOa* I 

L- 1 8R«fiROU^U*JB*i*S«^©jB«ttR 

-YJ . 1 9 89¥. mSWt^HA^fr. 19 6M3 4 20 

8 h «: cc cd/c (D^mm * t § nr c » a . 

[004 5]^ c<D^cD^ey^a-^;HA^. 
t h^OW?Lacc*5C*T, I L- 1 8RS&H£»3R 

IL-l 8<D^ffiftflB*lia»'r-5©r v 3«*>>* 

p-^;i4n<*£ iL-i 8R£a«ecroB$-esc<D* 
woH*ffJsc;ffl**ffitt, iL-i sotsxkinb 

r$)^ 4 -75, C<D»»D I L - 1 8 RSa«CC», I 

l- 1 8*mmb, m&ox. *<D£mftm*tpmrz 
nm&foz><Dx\ i l- 1 8(,c^m\ l- i srisi 

rlflM^ti/d L- 1 8*&#ftlC7&im**2ti1t 
IL-l 8<D*WcWffiT&£ 0 2 CO^CD I 

L-18RS6WJ. IL-18£8g»U IS^-fStt 
»^*S©"C, ^©CiWf>, IL-l 8£fif^L 

^««y *-fe-f(ctei,>r, ±i£L/cC<^^^^a 40 

L- 1 8R&&K&V*s2v-T)\,m»&&tc*tit > 
©Kfrfct. I L - 1 8 RCcS*TSfftt3!l^>Jg!SSI«:«* 

[0046] WT, C 

5£rk&t\ so 



ftmW- 1 1 - 1 0 0 4 0 0 
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[0 047 ] 

mmm 1 ] 

<iL-i 8Rm&m<Dmm steBc^o, £&rae>& 

£L428MS(FERM BP-5777) ^5x 
10* ffl/Ea«»«U. »»©*S*r3iilHfl*L 
/Co «TfC^DWB««l (ttl 0 g/E) *JMHU At 
ffitCifJjfliaWRdWORPMI - 1 640^it& (pH 
7. 4) fic J: 0 8t»Lri»JBtiBJS«r»^. 
[0 0 4 8 ] C(D^mmmcMOX 0. 8 3%(w/ 
v) mtT>*~VA£ 1 7 0mMhyx-«gffig 

(pH7. 7) t<omm (S«tb9 : i) ^*fflias*a 

G> 10 tlJfO/ctg, 2, OOOrpmtlO 

mmmm^m?Ki mr. tpbsj tm*>. > cc?#ig$ 

i* «#U 2, OOOrpmTa^iltBaiiR 
U 1 mMfiftvny^A^l OmM h 'JX-^ 
KSWifc ( P H 7 . 2 ) CC*B18«Ktt 1 x 1 0'ffl/m 

&tMM^-^P-X£^n^*l^tM OmM h »;x 

-mmmwL (ph7 . 2) *^:*-*p-;*<d*»« 

S#0. 2MCC&6J:Mc»lR/c^ 1. OOOrpm 
Tji4^1BUT±»*SB*U ttv£2 5, 00 0 rp 
mr §6 £60 U «fc»»*»B(UA:. C 

(DitSK: 1 2mM 3 - [ (3 -r^S K^'PfcVl/) ^ 
^7-;UT>^*] - i -?'n;s>x;u:7**- h 
T\ rcHAPSj if^ 9 ) 4 lOmM EDTAS 

*l**ijBSflD** 4 c Cri6B^Fiaf$Udl 2 5. 0 
00rpmt6 0#|ffl U ±?ff£&lfcL/c. 

[0 049] C<D±?t^: 1 2mM CHAPS^P 

• t7rP-X6 BJ <D#^ ACCfi^U 
A^r 1 2mM CHAPS^OPBSiC^Offi^L/c 
ft. »ffl»OSa»*lt»[fi2 8 0 nmO^KK** 

-r^^S^^^-bft^e>, o. 5M N-r-fe^ 1 

;W-D-y^r3^^>^l 2mM CHAPS^n 
?tl<£tsPBS&mmistc 9 *€" L/T, R*ffi*S0. 16 
M0. 2 OCOHI^^S^l/, ^-l/ciC5, 

lmg/iDi o*jS}R^M3PWiefa i o 1 1 mm o 

2 5 1 f#8tx/c P 

[0 0 5 0 ] t<D7mm<D— ffiZ'ML. ^ffiCC L/c*« 
or liS 1 T^IISL/cfc h I L- 1 8 £4 n gfojjfl 
^ 4-criWI-f>+a^hi 4 m&ti,xr-y 

r^';x^u>^y 3-ji/6 o o 
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oj zzti^timmito*.. *»Tr3 0»ra»iauris 

£KJfc$ OOOrpmrSOTS 

fc. feJKHc, 12 5 IMftfc hIL-1 8(cjp^.'C*aai 
(ObHL"18t3MgfflW»*IW, Cft£JbfB 

/c. C©£<ttt % ±iar»fc7jc««*JiECC 1L-I8R 

»a»*a*rr**>©r*!>, i l- i sccftMBS-e* 

CCD I L — 1 8RgSI^ I L- 1 8£t2f&U *£ 
[005 1] 

In 4 7') K-v# 117-1 OCCDPK) SSiCO/c 

BALB/c v$*©JfijBrtCCL4 2 8H1S 
(FERMBP-5777) £5X1 0 7 m/E/H© 
««Sr 611^ BltC 1 3@aMlt7^^^M.Wb 

««l©*ffi«:J:t)fll^:I L - 1 8RIfll^l yg/ 

[0 05 2 ] C 0lifS i v ^ X f Hlft S p 2 / 
O-Agl 4mm (ATCC CRL-1581)£3 
TW^flt/tfel^jjlWiStORPM 1-16 4 0 
igtt&(pH7. 2) tc^n^tl3 x 1 0 4 fS/m \&V 
1 x i o<f@/m 1 K:4SJ:5(CM8t 5§<i>#HfL* 
fc«. C©a»CC^^*l. 5 

00^1/h>©50% (w/v) !|fJ^U>y'j3- 
)\s*$t*tilLmt&£;ti<DRPM I - 1 6 4 0gi (pH 
7. 2) 1 m 1 % lftfflfrVXffi**lK&* 3 

M©RPMI- 1 6408»(pH7. 2)£?ia* 4 J0 

x., ja^»i//d*. tt»«s£!*Btiyfc. cottar h 
oo/ii/^xW^iii, 3 7*c-ciiHBH>** 

IL-18CDIL-1 8R^aiOtt>*L4 2 8Mm^<D 

7CD^P->#1 17-1 0C£t#/c o 
[0 05 3] 

<^y^n-^7l/tnf*MAb# 117-1 OCOSfflJi 

[0054] 
[XtKM3 - 1 ] 



(9) 4tH¥ 1 1 - 1 0 0 4 0 0 
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<*y*D-*;MKt*MA b # 117-1 0CG>8i«> 
1 0% (v/v) •jS/ftJUlLWtWaLAiRPMI - 1 
6 4 Oigife ( p H 7 . 2 ) CCHJ6W2 ©Office <fc D»/c 

17-1 oc«agfti x i o 
/Co wjtB<D*fflja«a6cau/c«F*r, ^yx$>*o. 

5 m 1 /EBOBrtaS*LTfcl»fcBA LB/c v^xcd 
B»rt«:^-/^»J F-v# 117-1 OC^rl x l 0 7 

io ffl/ES»u i»©*srian«wi/fc. 

[0 05 5 ] v$**P6K*£i*B(U Rlr>^^ 
A£6 0%£S*nC£&&£5CcJJDx^ 4 TTC 5 KJMIJW b 
fc«, febftttU tt®0P£»^L/c o tCD£*ja£5 0 
mM«f^r:7K^^ -j^AM ( P H 6 . 8 ) fcjgJBU 
»f»ttH— jfiBKCCWUr— IftaWLfcSl, 5 0mM» 
n*3R*yjrAig« (pH6. 8) «: <fc«3¥«ffcOT*5 

0 0mMCOli^ki*'J')Ag$(pH6. 8 ) 
5X«C. 3 0 0 mM©»fflt^k*# U * A&ffi ( p H 6 . 

20 8 ) b/cic5, mm.~*mt> «; * a ansa* 3 0 

0mM(D<b^tCC(D^cD-ty ^U-^;USx*MA b # 
117-1 0C#igfcHl//c o JRS», 7-)xiE530ft 

y ^u~^;Hnf$MA b#l 17-10C(^A/yu 

[0056] 
[HJfeW3-2] 

{^^O -^Uja&M A b # 1 17-10 CCDttf) 

[0 0 5 7 ] 
30 [Httfl|3-2 (a) ] 

< I L - 1 8 R«a»«:*f -T &*£^rf£> L428W 

(FERM. BP-577 7) ^r0. l%(w/v)T 
^ttF>J<iA«t* t 0. l%(v/v) ^ifitffT 
;b:/5>£tfJSO/cRPM 1-16 4 0*£tife (p H7. 
4) K*MS»ffi4x 1 0 7 ffl/m 
its-;** 31*6^3 - i<D^(c<fcOf#/c=ey^a-^ 

;Wfi#MAb# 1 1 7- 1 0C*«K0. 019/ig/ 
mK 0. 2 0 9/ig/mL 2. 3/ig/ml, 2 
5. 3/zgr/m 1X1*1 3 9. 5yg/m HCf^J;^ 
40 ceo. 1% (v/v) -i;^M7^5>^ffljSUc)3ij 
CDRPM I - 1 6 4 0*£ifc (pH7. 4)«cjg»0/c. 
[0 0 5 8 ] :XC<:, ±gBrW«U/dRBJia»jtt«* 5 0 u 

h I L- 1 8£4n 0. 1% ( v/v) ^ifii 

' »7;^5>^}|fiU/cRPM 1-164 Oigtfi (pH 
7. 5) £5 0 w 1 To^nx.. EJi;iaK"C3 6K:3 0# 

so h/itttrfryzu-bmm mmtki : 1)^20 
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0/i Ifotox, 2 0"C, 1 0, 00 0 rprat5M 

#>v*;^>#- r a rc - 3 o osu £ffli>rl&#«£ 

[0059][5l^, *s 9 u-i~ 

11 s I tlttSt hIL-18^4n firiifeCC*«a' 
t h I L - 1 8 £4 «i (^mWWrdK) i 

*^ngt h i l - i 8*aoitftc»» £^ n* 



(10) ! 1 - 1 0 0 4 0 0 
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**tlKW. cne>5:^iE<!:|^MMl/Co ^lt, 
ecTn-T^CcRAU. IBS* (%) *»* 

[0 06 0] 
[»1 1 



8»k 



1 0 0 



[0 06 1 ] ZhlC. jOfc«KD*ffiCC<fc0»fcI L- 

1 8Raa*tftto*jBiK*5 0/i lroio, encc 

±12 £ ISHiOrAKtcPig l/c^/^D - ^HSftM A b 
#1 17-10 C£5 0 m UJDiU 4T:"C2l$lffll6SBl/ 
IflMftb ML-1 8^4ngMai. n 
GMt?6«:3 OflfifflgaUfc. -£<D?£, 4mg/ni 
1 r- ya^';>^r5 0 m 1 fllit. *»TT3 0#B 
»«0/c«, 2 0%(w/v)^'JifU>^j3-;l 20 
£^£rPBS£2 5 0 ju 1 *»Tr3 6tC3 0» 

HMO. 4'C V 6, 00 0 rpmt5»M 

[0 0 6 2 ] PJ^Ftc. *s?a-i-)l>iiift$:l£m-?Z>- 
■fi. 12 s I tUfffib h I L - 1 8£4n giit>(c*88 
fc M L - 1 8 *4 *e gfiDA&ifc (#**SWIS^K> <b 
*tBat hIL-1 8«JIl*.ttl»» (*Mfr&B) 
ffltStt, cn6^SilZiW«IL/c e fit, 

r*i»£Kj so' r^ftsftft^Bj ec*jt»r«KSti bo 
**h*n«ncjR-rst«cftxu. pes* (%) 

L/C tSm^H 1 teflf IB* 

[0 0 6 3 ] m 1 CCSe>*i£<fc5«:. L4 2 8*fflia*ffl 
l^m^h, W&tiXD I L - 1 8 RXeR$fflC^«d 
4>, *y*o-:Tjl4fi#MAb # 117-1 0C©«K 

^±^-r^tcu/c^^r. i l- i 8(dl4 2 smmR 

V I L- 1 8Raait^©te&^J:95ft<ffl*3nfe. 
CiDCilt ^y^D-tJHn*MA b # 1 17-10 
C^M*© I L - 1 8 R^fiMa'L 4 2 40 
WtU1±?Z>t^7LhtiZ> I L- 1 8RCC 1 L- 1 8 t 

K&vmcjmwfr i l - i 8 «gsw-4ttjt**sa 

?tet>%> IL-18RB6JI*4lfU 
^y^P~^;Utn{*MAb # 117-1 OC^Ol L 

[0 064] 

immM3-2 (b) ] 



2. 5% (w/v) h*f^«thy^AM50% 
(v/v) ^VizU >*>6&&*lffi£2/3^fi»* v 

3 7-cri^r H i>r>+^^-hL/cfg, mfficcu/c^o 

jB7C»SR¥ffiTCC*5C>ry^iSS 1 0 7!>S2 0%(D 
^>?i> hSDS-PAGE^rlffibtiaS^M 

ec 1 «nSjR L v ^ffefty 3 - 1 ©Office J: 0 ff/ct y ^ 
O-^/UfttffcMAb # 1 1 7 - 1 0C. T^D^ ^x- 
M7-{->2 h 1 0 Mg/ra 1 4 10 

°/o(v/v)M0. 05%(v/v)<D«KT»5 
0mMh>JX-MW ( P H7. 5)ficiB»m«H 
Ltc'&. 0. 0 5% ( v/v) y^->2 0«:St?5 0 
mMh'JX-fta«t«(pH7. 5) rSfcj*UT«»J 

n:/U>lnfr<E>BS<t 1 0% (v/v) ^n ^^x-x 

mo. o 5% (v/v) ^-y->2 o^r-e n-en^tf 
h»;^-aiiM(pH7. 5) k lessors 

j&Stt 0. 0 5% ( v/v) '>^->2 0£^fr5 0 

mMhyx-tt«»«* <pH7. 5)«cj:oa^u/c 
77VtA!iftM? h TECLk i t J SrffiOT 

[0 06 5] PJ^FtC, *^*P-:Trt4nf*MAb# 1 1 
7 - 1 0C£«KLfcX£Dte:r. ±se£H«Cc«Mll,T 

(6 7. ooo#;uh>) , ^^r;u^^> (4 
5. ooo^F» 4 ^;^^r>th*P7-fe' 

(3 0. 000$Ol/h>), h y ^>W>tb*£- 
(2 0, 1 00^h» Ma-7^h7^^> 
( 1 4. 400Wh» «*«:H2ec^ 

To 

[0066] m2<Dy)\,mm$k$bmcto\,>x. 
^y^a- ^;ufAf*&sfln<D u - > 2 cc «tg^ $ n , 



(11) 
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[0 06 7 ] 

tHlt«3-2 (c) ] 

{ I L- 1 8!rCtt?hrmvm> t h:&tt*tt14S]IM8 

*««:S*'r*aKfclffllScD— «r*4KG- i«(A 

TCC CCL-246)£1 OOwg/m 1 #^vh> 

>>>£! 8. 8mM»»*3R-^ h 

^ 10% (v/v) «?->i&!iajfli«%tijao/cRPM i 

- 1 6 4 Olgift (p H7. 2) CCffliaffifif 1 x 1 0 7 ffl 

Df#/c^e^^n-^;l/iS«:MAb# 1 1 7 - 1 OC£iS 10 
Kl 0 g/m Hc^^ct^CcjfjDx/cf^ 3 7'CT3 0 

[0 06 8 1 SK. 9 6»)*;b7-f^p^ hCC±SB 
KG- lMBBf XK«r 5 0 l/^x^fo&ffiO, * 
ftCC, t h I L— 1 8*±S<bBI— ©»f*fte»CC«ffi 
Ong/mL 1. 56ng/ml t 3. 12ng/m 
1, 6. 25ng/ml, 12. 5ng/mK 25n 
g/m 1 X»5 0 n g/ni 1 5lcmMLtcb<D 

^5 0y l/^xiH-oM, 3 7 - CT2 4B$fflH 

T v §^thIL-l 8?ggtco# v tHL-18 
?U-^;Uft{*MAb # 117-1 OC^BSO/c 

tVtc. ^^S3CC^To &*>\ 03^tl FN- 
y^Wit. *mmtffi*£ffi?&K (N I H) frhX^fc 
I FN-rl«p D n (Gg23-90 1 -5 3 0) tc»-3 

SBB«Ma ( I u) (cfftSLtr^urc^. 30 
co 0 6 9 ] H3cc^-re«», *s ^u-±)itmu 

Ab# 1 1 fcSffi^fflflat L 

TCDKG- l*ffliacc43W«2> IL-18&C<££IFN-t 

\* s *s ?n~^;Ut/i{*MAb # 1 1 7 - 1 0C*« I L 

- 1 8i5^LrKG- HffliaosfficcflFa-r-s 1 l- 

1 8 RZm&ls. Slilt, I L - 1 8 f/C <££KG - 
[0 0 7 0 ] 

[**«3-3] 40 
[007 1] 

[*fc«3-3 (a) ] 

or, /W:/y K--7# 1 17-10 10% (v/ 

v) Vis&!!lMfi*ffi£LtcRPM\ - 1 640g«! 
(pH7. 2) K^lESi*, ig#««*l£*Ott#*K 

-hWO. 5% (w/v) lf;U:3^;l/£-e*veft^tr 50 



«fH¥ 1 1- 1 0 0 4 0 0 
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1 OmM^i>gt h y tf-McjgjK ( pH 7. 0)Ct# 
iBS-t* If -~CW# Ctc. 

[0 07 2] ^K. 3 5 m 1 g»i|>«CC 5 . 7M^tt 
^■>A*StfO. 1M EDTA (pH7. 5 ) A 

©tR.«©*£, 2 0U 2 5, O0Orpmt2OW 

->imm mmitA : 1 > ^gia^, 5#rati$a 

U 4°C. 10, OOOrpra-ClO^i^Stl/c 

-2 0*Cr2B$r B 1P^UT^RNA^ttS?#/c o 
C<Dtt»*S»*U 7 5% (v/v) *ttx£y-;l,-C 

j»» u »»&s*o .5mi (c«»ut^ ^ 

K-v# 117-1 0Cfi3tOT±RNA*^twWSSK* 

[0 07 3 ] »f< UT?#6nyt*jg?R«:imM EDT 
A&tfO. 1% (w/v) -tf^n^jl/^r^ti-en^tr 1 
0mMhyx-SM»S(pH7. 5)3:0. 5ml 
ftWU ^Mlral it/Co COSKteB*^**!* 
Vrf(dT) 3077-7^^rt'J^7^XdT30 
Xw^j^lniiUoi. 6 5°C-C5^PB^jtv5ti:/c 

U^A^rO. 2ml»n^ 3 7 °Cr 1 0#RiW 
-M,fcf£, 2 5°C, 10, OOOr pmriO^ia 

»8i^8*0. 5mlCC«»U 6 5'CT5#IHK>* 

W*Sia»Or v mRNA(DW«l/c B 
[0074] 0. 5mIg^ftC2 5mMM*7^ 
^A^4mK 5 0 0mMM^»J^A^10 0 
mMF'JX-M«(pH8. 3)«2*il, 25 
mMdNTPr;^x^ui, 4 0*tt//il©»J# 
^l/7-feV>b^^0. 5mK fit, 20 
0#{ft/*i 1 <OiWE3?«8R4rl m 1 fttf *i8D*/d£, 
5 0 MM^>^A-^^1fp?^U^^ K(0^ai±IBrf# 
6ta/cmR NAcDSW^^r 1 0 n gflU*. ^SMS^Kr 
£S£2 0 m 1 il/c, |#WcI^M4 2 , Cr2 0 
t^-O*^- h U 9 9'CT5#«U 

h T -5 C i K cfc 0 J5fc^^*£ $ ttS-X h ^ > 

[0 07 5 ] COSJ£%*2 0 M I <b0, £*lte2. 5 

P-> FP f u Ji<V^^--fe'J * 1 K ^ Fv^^- 
>i*ffl8ffi«^10MK -eit, 2 5mM dNT 

7^xui^rfn-en)]Dx, $6cc, -fe>x^^ 

-/7-SO : 7>ft>X77^-ilt 4 *r4VO- 
7XJ, ^195t 4 2 7 7!jM3 2M ( 1 996« CC 
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-GGGAATTCATGRAATGSASCTGGG 
TYWTYCTCT T - 3 ' Rtt5 ' -CCCAAGC 
TTAGAGGGGGAAGAC ATTTGGGAA - 

3 ' r*$n^*SK^J<D^»;rf^^u^^ K^-en^e 

9 4 °Cr 1 5m 5 0°CC2^, 7 2t"C2^riCO 

Siem^tf D N AK^{#/c 0 10 
[0 07 6 ] 

[H^3-3 (b) ] 

(mmtewz vi$zmM<DT $ ;mm) mmm3 - 3 

(a) <Dj5miC<i:*)mcm-X h^> KDNA^rSOJS 

it, en-en, . • ^ 3 ->xf> r^NV^ 

r^P^-J , SH9 3i, 88 7!>S89M(1991 

/c5 ' - ACTAGTCGACATGAGTGTGCT 
CACTC AGGTCCTGG S GTTG- 3 SO? 5 20 
' -GGATCCCGGGTGGATGGTGGGAA 

gatg-3 ' r^sns*8ie^J©*y =f5?^u^^ 
F^ffli^tt^»si««i3-3 (a) tmmtcumL 
r, ie^(c^i^ie^2 2 ^^tMW^ 

[0 07 7 ] 

[H^Wl3-3 (c) ] 

8t3E«ffl (CDR) ^UrlfSLr^:^, S^ccSffil 30 

««:, matter s smmmmm* < ss^nt 

l^CDiC^fbr, CDRCDT^ sfflRmutK&c titm 

mtam&iLhti*. ^cr, HWJ3-3 (a) aw 

HS6WI3-3 (b)T«SLfc7$/Hia?»]i, 

A b # 1 1 7 - 1 0 C€Ctel>Tte, g$HCC:foW£pJ^ 
i§8<DC DRIi, E^J*fc:teW£K?y#-Sf 1 3 (CDR 

1) . em##i4 (cdr2) -Rxpsssmm 5 (c 40 
dr3) kttctt $ swsffifemiss *tc. mm*$w 

(CDR 1 ) , 7 (CDR2) SOI^'JS^ 

18 (CDR3) lCttT$smmm*mLX{,>2>b<D 

[0 07 8 ] 

[»W!3-3 (d) ] 

WS?BC««*3-Fr^Jail«3-3 <a) ©*ffi«C 
<fc9SfcDNA«Jt* 1 Ongi *K Ctitc2. 5#(i 50 



1 1 - 1 0 0 4 0 0 
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F7^^->UDNA^y^7-fe' r*n- 
WfflaWiR* 1 0 a K f UT, 2 5mM dNTP> 

? *x i m i £-en-enjjn;i, £*>cc -fe>*:?*^-7 
-M7>?^>x77^7^iLt ( -en-en, 5 ' 

-TCACTCGAGGCCACCATGAAATGC 
AGCTGGGTT-3 ' SO*5 ' -GAGGATCC 
TCCTCCTCCCGATCCTCCTCCACCT 
GCAGAGACAGTGAC — 3 ' rglSn^SSie 

ttMtM^ lOOy !i U/c C(£>*g£$5£9 4 

*cri»ra, 4 2"cr2m 7 2'cr3»iac©«j* 

TM>*^-<- h-r&^^^^*3H«B10fcf*, $6 
CC % 9 4*Cn#{HL 6 0 # CC2#HL 7 2 # C"C3»H 
C©jlBffr^>^^^- ht-^^^^;I/^:3 5[51^1L 

/cSWXh o I K<fc£^W«Cfc«!:=ilf * *KflK * 
bt\ 3 ' m$hicmtg 2 titcmm&mB a mH I KJ:9 

^DNAK^i/c 9 

[0 0 7 9 ] or, S«|CC*5^5?ia««*3- F 
■TS^ft«3-3 <b) <D^«C<fc9«fcDNA«J!-£ 
lOngil t>X7*7^7^-MT>f-fe>X7 7 

^v-iir, -en-en. 5 * -tcggatccgg 

AGGAGGAGGATCGGACATCCAGATG 
ACTC AG - 3 ' -GAAGCGGCCGC 
ATCATTAGTGATGGTGATGGTGATG 
CCGTTTTATTTCCAG-3 * TSSft&ttS 
Eft©* y =T* * U*^ K^mt^c«^«±IB<bl«I«CC 

ewsk: ** v & se?ij#-sf 2 o cct^-t 

R *<DifiaE5U<Z>5 '*iSCCJltt3n/c»BIRW3RBa 

iw, fir, 3 ' ^«(ca^$n/c$iM^No t 

IfcJ:*WK»tiL<fc (His) ^^^-Ft^I 

[0 08 0]1< Lr»6n/c2»HODNABf>t*«l 
P&gfRB a mH I KWWRI8RN o t 1 Si < CSX h o 

^7^5 F"***- f P CDM8j %10ngto/c 

a, sisS7^y-i/ 3 >^^ r^-ry— > 3 >. 

h • /<-i? a >2 J *rflH>T 1 6'CT?2WfHIK]£<* 
F^**-rtCc±i2 2«Sa>DNA»r>ir£ 

DNA^t^>tha^>S^Ii TMC 1 0 6 

i/P3j ^mmth~-n, nhntcmmmm* 

rCDM/l 1 7-VL-VHJ ^/c<bC6, JEM 
$E&f* rCDM/l 1 7 - VL- VHJ Kl2gA3 tltc®. 
MDNA fpCDM/l 17-VL-VHJ &C:feC>T 



(13) 

23 

msicff;?£5(tC^ ^y^u-^;utx#MA b # l 
17-10 cecfeW5»«sc«ifll©?iaE«l«*ft«:=i 

- cDNATl 17-VL-VH c D N A J ifi 
*jr4 bJtfWJfcx • :/n<t- Pcm vcd Tifecc 

[0 0 8 1 ] 

(e) ] 

<JBWE»(*OB«Hi D N A<D9&ll) 3-3 
(d) ©^Tffiec<fcD»/cJBWE»» rCDM/1 17- 
VL-VHJ £7>fc:^';>2 0 vs/m 1 h^U" 10 
O'J>10m s/m I ^ft^ft^frL Bigttt ( p H 

7. 5>«ug«u 3 7-c-ci &^rammotc^ *sst 
**-r ^>^^iffi^ttcDi^r^^cos- ltus (a 

TCC CRL- 1 6 5 0) *»ffifC lfc^oti9S3 
±l2rff/c^^^5 FDNA^20/igi 

1 x i o 7 flCDCO S - 1 MMlcmALXBmm&i** 
»fc. ¥jSig*?KtC«*O^K^lfiirfigiife r A S F 1 0 20 

4j^i^, ctitcjtmm&Ltccos- i«Bia^i x 

1 0 J fi/m 1 Offll^TgHlU «acCL/c*^-C5% 

co^>+^-^-ttJ. 3 7°cr4 0fy?ig§iu e 

rN i -NTAJ (D^ACCftMU 20mM^>^/ 

PBS iliK L/ r RSBi»*|»* 0 fcgL 

#^/UC2 5 OmM^ ^/-;l/^PBS%a« 

[0 08 2 ]^, L4 2 8M&CFERM BP-5 
7 7 7 ) £«ggl x l 0" ffl/m 1 CCfcS<fc5tCf* 
jS^-^/c. 0. l%(w/v)7^fcthy)A4S 
2k 0. 1% (v/v) 'i/^Mii^URPM 

1- 1 6 4 0 Jgta (pH7. 4)^50^1 "To/Jv^ 

O/ilfomm 4 # C-Cl«FlHIJifil//c. *<DtJt 
_hlBi(5l^(DRPM I - 1 6 4 OeatCjgJBUA: 11 5 I 
fiffitb h I L - 1 844n gf^W, ±MZ 1 5 0/2 

lib, picfflttr$6(c3o»ra®fiu. v>7*)vv 40 

d?U-h/^^^7^U- h»« (SSJtl : 1) 
20 0/z HCliU, 2 OX, 1 0. 000 rprat5 

ag^70^'>7*')>^- rARC-300iJ 

JUSItefcW -5BB^J#-^ 1 1 25:0' 1 2 Cc^iT 7 ^ sWSZ&l 
-t^ ^p-^;i/tnf*MAb # 117-1 
0 c cctett *M«s&iy f «i*©pJX««o7 ^ swsmv so 



1$H¥ 1 1 - 1 0 0 4 0 0 
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C0 08 3] 
[HJ6W14] 

< 1 L - 1 8 R»6fr©»«<b»#7 5 sMti&t}) 
[0084] 

[j»fc«4- 1 ) 

< i l - 1 8Rm^m<onm) mmw3 - 1 <D-%mc& 

Oi^tSL/c^y ^P-^;l/gi^MAb # 1 1 7 - 1 0C 
7 8mg*SS©S£B7Mc»»U *$?&£0. 5M& 
^FU^A*#OWiBi«« (pH8. 5)tt*fGT 

4-cn 6«Fwawo/c. ^co/^ot, 

2«rt«fC7rJl/Vi/7R*{tS/7>fiStt{t^ TCN 
B r -7 a ^-"r v K • *fe:?y n-X4 Bj £®g 

y^CC*^^P-^;l/!S»MA b # 1 17-1 0C£@ 

[008 5] yc^c. ^x?- v zwwwmitimovfr 

^iJ^AiK^mO, 2mM CHAPS^PBS 
«c<fcO¥«{tOfctft, HSfiWl ©Office J: 0»/c I L- 
1 8R*aH**t?*««*fi»L, 12mM CHA 

ps*$tfPBS*ai«ur#»it^*i»c^ B ^© 

ft *7AK!2mM CHAPS^35mMiW 
3>(pH10. 8) £M?£Loo v jgffi«J&8m 1 *T 
oHORU ^ft^ft<DK#Ct*5tf£ I L- 1 8Rga§ 
©WM^IO 1,5 1 SlSt hIL-1 8£/8t,>6 

^:^4CC7n*r e 

[0 08 6 ] ^CCjE^n&J^K:, Hifctfl 1 CD I L - 
1 8 RBfi»*^*»*© J: VctIL-18 R^GS 

jlfflT* t % I L - 1 8 RSSH#f + - f- 

hm*u ^-u *BisiL-i8R^e 

[0087 ] CCDj^iCLTfifSgbfc I L- 1 

8R^6ft©— SPSriO, PBS*, 10 0'Ct5^ 
^>*^~bO/c&, H*fc«3-2 (a)©^i£CcJ: 

ogiffigtt^asffio^ic^, i l - i 8cc*tr£*S£- 

[0 08 8 ] 5 ±ge<D<fc^CCUrf#/cfg«I L- 
1 SRSaSSfflOPBStcjBBO, i^T, PBS 

bhIL-1 8CD5Saib*7-X^^I«M TBS J J 
*lmM*ti?i\mZtc&,0'CV2mm»WLX 1 L 
- 1 8 R^Qf d: 11 s iSffljt ML-18 
*»^3 -fr/c. aS^CC -t&BMSagifc ( p H 7 . 
5) «rjaffi5 0mMiCJCc-6J:^CC/JDil. O'Cr^60Cl 



25 

Bsmiwi/rKi£*<»ji:3tt ftmcotc&^x. Km 

F-Jl/*«t>* SDS-PAGE «riBfflbT»aKflc» 

[0 08 9] |#6n/ct- h7^y7A«C*»5»?- 

-1 8RSQMi ws ItMtb H L - 1 8i©«^ft 
JI»W±. 85 0. 000M20 0. 0 
ooy;uh>r*sci***iJWOfc. tML-18© 
7>TS«iR?2 0. 0 0 0^l/h>t*^6» 1L-1 10 
8R^fiHKt n L- 1 8&lfrf-t&&L1t£1B&lr 
^i, I L-lSRieKD^Ili, ^3 0, 00 0 
M180, 0OO^F>it^Ci(C^^ 
[0 09 0] 

< i l- l SR^&mo^y'? K • tr>y> jgjfcW 
4- l©»ffiftcj:0#fc«« I L- 1 8Rm&m%. X 
7umtLX(02% (w/v) h U-f F- ;H?fiE 

T, y;U«ffi7. 5% (w/v) OSDS-PAGECC 

ctoy;mm*i6b. y^*o. 1% (w/v) 20 
«;r> h:/;t/-£^t?4 0% (v/v) tM*^ 

< v / v ) ft»*jg«<DS««: 5 ^ 
SUt^fel, 4 0% (v/v) *tt-rf*y-vrt,£ 1% 

( v / v ) m&*mm<Dmmc 2 mmmm u /c&, 

^^^1^8 0, 0 00M1 1 0, 000» 

^£A£^tf5 0% (v/v) 7kt4T-fe h~ h y^«rttJ 

U 0. 2MK»7>*-W(pH8. 0)£fln*. 

#J r5>-£->^>y • K • ^7^:7 7 -f ? K • h 

>)7z/>}Z0. Ug/MlttflmMSBiO. 2 
Mge^T>^^^A ( P H8. 9) £^*i^*i3!fifin 
A. 3 7-Cr-B^tfe$#/c 0 10% (v/v) hVV 

1% (v/v) hy^Jl/^D»BWcjS?Ki6 0% (v/ 

v) *ttr42h-h «;;u©igffl[*m, SSTrffiiftL 

[0 0 9 1 ] CCOaWBW^fibO. 0 6 5% (v/v) 40 

^>r«iSii«»^D^ h ??y j-mx?^ tuRP 
CC2/C18 S C 2 . 1/1 0 J tCgrtSrU iffiKBB 

te^6i 6 0OTt7^F^h y;ui6&#o% (v/ 

v) ^6 8 0% (v/v) £rffi»WK:±#W"*T-te h 
~F yjKDifflSSJKT. 8 0%(v/v)*tt7th^ 
hyjUErSfcO. 0 5 5% (v/v) h';7WPftB 
*SjR* 1 0 0 u 1 /7>08i£aril«U/c. S&62 1 4 



1 1 - 1 0 0 4 0 0 
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»5 8»a. fi6 2»a. »7 2»a. 875 
»f*scxtt7 7»aec«tHu^^7 t Kiftjt^n^n 

JM*K:ISKb/c g SStco/c^ot, ch6©^K 
KJt <«7\ StB«FHKO#i»IKtc r-^^ FWtt 1 J . 

ifr4j v r^*FKK*5j , r^^KKJt6j. 

FRJ*7 j Rt>* FKJt8 j £#^ e ) 

cor 5 ^M@e?U£>^-*> - xji/v^'PfO • > 

T4 7 3 A^J (C^OW^/ctC^ -<"7> 

FK»ins8B, -en-en, £9jft(c*5^^s^»# 
3ftsi occ^-rr5xMs^J**r5ct*i«?i3o 
/Co c(D<btf#e>n/c^^K • v^^hskisw-. 

[0092] 
[HfflStfJS] 

u^^-^^j £i% (w/v) s^aft**eciafi« 

4©*j*«cJ:r)»te«m L- 1 8RI&f^lmg/ 
J:9BMUT»OTJ£»fc. 

[0 09 3] ^tticlti/cWpli, SBftSBK.**d 

[0094] 
[IUS&CT6] 

jge»£bTt'*-*u-x*iK (w 

/ v ) ^O^S^tK 10 0ml ftcHJfiW 4 ©Office J: 
OflMWIL-1 8R^&M100mgMU S 

[0095] sjm«c«*ifc*,&tt. aeftaaK*** 

[0 09 6] 
[HJS0J7] 

;l/#yv- r/^^fcr^»7r2- 1 0 4 J tt*JHKftfth u 

^d-^»5K r fu^^-^j . 4% 

(w/w)SCX2. 0% (w/w) (C&£cfc5CCj&jR 
0, SU5SWlc0^ffiOCj:Dff/c 1 L - 1 8RI&B^ 
HCi^lfca. pH7. 2CCWSlLr, U^OIL 
- 1 8 RSBSt&ft 1 mgStf^-X 

[0 09 7] iIMtttSSttCC«nfc*Si«. §S^S 

[0098] 
CSSffi#H8] 

h-^J CcHttW4<D^*c«J:9Sfc 1 L - 1 8RSa 



(15) 



1 1 - 1 0 0 4 0 0 



27 



28 



* 



fir) SO I L - 1 8 RiaSSW 

[009 9) mwat. settee gn, Mmnmrtmbm 

[0100] 
[JIM] 

tHftKPrOLD50«, I L- 1 8R^QW(Ogtc8lfiE 
[0101] 

TZ>. £6CC, CCD^o I L- 1 8 RSIfiW* I L- 
1 8 <D£mi?m<DMW*>. I L - 1 8 Rsawccwsw 

[0102] COD^WCO^^^D-^^tSftW, I L-* 

Tyr Phe Gly Lys Leu Glu Ser Lys Leu 

1 5 
Asp Gin Val Leu Phe He Asp Gin Gly 
20 25 
Met Thr Asp Ser Asp Cys Arq Asp Asn 

35 40 
He Ser Met Tyr Lys Asp Ser Gin Pro 

50 55 
Ser Val Lys Cys Glu Lys He Ser Xaa 

65 70 
He Ser Fhe Lys Glu Met Asn Pro Pro 
85 

Ser Asp lie He Phe Phe Gin Arq Ser 
100 105 
Met Gin Phe Glu Ser Ser Ser Tyr Glu 

115 120 
Lys Glu Arq Asp Leu Phe Lys Leu He 

130 135 
Gly Asp Arq Ser He Met Phe Thr Val 
145 150 

[0105] mm^ : 2 

iSWDSS : 157 50 



1 8 RS6Wc1#S»«cKl&TS(Dr. IL-18RI 

h v^v a i l - 1 8 nm&wtmmmz^tsM 
il-18 R&Qmzmmw^n&&<&M~?2>c±& 

W<Dl L- i sRm&MRv*; 

*ti6©WrM-«, i l - 1 8RKMr*imm*ig&at 

[0103] c<D&m\m< i>mm%:{'Em%)gk*mir6 

[0 104] 

ie^j*-^ : 1 

IS*JcDg£ : 157 
rtftft?- : BMW 

Ser Val He Arq Asn Leu Asn 
10 15 
Asn Arq Pro Leu Phe Glu Asp 
30 

Ala Pro Arq Thr He Phe He 
45 

Arq Gly Met Ala Val Thr He 
60 

Leu Ser Cys Glu Asn Lys He 
75 80 
Asp Asn He Lys Asp Thr Lys 

90 95 
Val Pro Gly His Asp Asn Lys 
110 

Gly Tyr Phe Leu Ala Cys Glu 
125 

Leu Lys Lys Clu Asp Glu Leu 
140 

Gin Asn Glu Asp 
155 



(16) &m¥- 1 1 - 1 0 0 4 0 0 

29 30 

Asn Phe Gly Arg Leu His Cys Thr Thr Ala Val lie Arg Asn He Asn 

15 10 15 

Asp Gin Val Leu Phe Val Asp Lys Arg Gin Pro Val Phe Glu Asp Met 

20 25 30 

Thr Asp He Asp Gin Ser Ala Ser Glu Pro Gin Thr Arg Leu lie He 

35 40 45 

Tyr Met Tyr Lys Asp Ser Glu Val Arg Gly Leu Ala Val Thr Leu Ser 

50 55 60 

Val Lys Asp Ser Lys Xaa Ser Thr Leu Ser Cys Lys Asn Lys He He 
65 70 75 80 

Ser Phe Glu Glu Met Asp Pro Pro Glu Asn He Asp Asp He Gin Ser 

85 90 95 

Asp Leu lie Phe Phe Gin Lys Arg Val Pro Gly His Asn Lys Met Glu 

100 105 110 

Phe Glu Ser Ser Leu Tyr Glu Gly His Phe Leu Ala Cys Gin Lys Glu 

115 120 125 

Asp Asp Ala Phe Lys Leu He Leu Lys Lys Lys Asp Glu Asn Gly Asp 

130 135 140 

Lys Ser Val Met Phe Thr Leu Thr Asn Leu His Gin Ser 
145 150 155 



[0106] mm^ : 3 

I2^J<Dg3 : 5 

mi}<omm : f 
mm 

Trp His Ala Ser Lys 
1 5 

[0107] 12?'J#-^ : 4 
B2W<DfiS : 7 

Ser Ser Gly Ser Gin Glu His Val Glu Leu Asn Pro Arg 



7 : tpfBSfry 7 if J > F 

mm 

lie Met Thr Pro Glo Gly Lys 
1 5 

[0108] §g?rj#-!f : 5 
I2?'J£>g£ : 13 
30 : T S sW 

h#o^- : mm 
erkmhr : f 
y z> > : tp&imy 



[0109] mmn : e 

&&\<DM>Z : 4 

EWoaa^^F 

•7 ^ > : *mau7 ^ y^ > f 

Ser Trp Tyr Lys 
1 

[oiio] nmm^ : 7 

K?U<Dfi3 : 10 



10 

40 ie^icD^IS : F 

y^yVJls FM : *fH»7 5 ^ > h 

Leo Asn Els Yal Ala Val Gin Leu Gly Lys 
1 5 10 

[0111] E?U## : 8 
W$\\<D^ : 6 

FtfP^- : StKUi 
EMOMJB : F 

50 7^yv> h§2 : *nai7^y^> h 



a7) mmw- 1 1-100400 

31 32 

Ser Phe He Leu Val Arg . fSMtK 

coii2] se?fj#^ : 9 ^ ^ ^ > : *raa$7 u/s>b 

: 15 * 

Thr Val Lys Pro Cly Arg Asp Clu Pro Clu Val Leu Pro Val Leu 
15 10 15 

[0113] mvmn : 10 *E3*J®5<* : 119 

W&XD&Z : n 10 EM<DS : T 5 sWi 

rtfn^- : KMKX EPJOfltiH : F 

EWWMli^^F 

Ser Asn lie Yal Pro Val Leu Leu Gly Pro Lys 
15 10 

[0114] s&m* : ii * 

Clu Val Gin Leu Gin Gin Ser Cly Ala Glu Leu Val Lys Pro Gly Ala 

1.5 10 15 

Ser Val Lys Leu Ser Cys Thr Thr Ser Gly Phe Asn He Lys Asp lie 

20 25 30 

Tyr He Tyr Trp Val Lys Gin Arq Pro Glu Gin Gly Leu Glu Trp Val 

35 40 45 

Gly Arg He Asp Pro Ala Asn Gly Asp Thr Lys Tyr Gly Pro Asn Phe 

50 55 60 

Gin Asp Lys Ala Thr He Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr 
65 70 75 80 

Leu Gin Leu Arg Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys 

85 90 95 

Ala Arg Arg Gly Asn Tyr Gly Ala Gly Phe Gly Tyr Trp Gly Gin Gly 

100 105 110 

Thr Leu Val Thr Val Ser Ala 
115 

[0115] E?J## : 12 ★ h#ns*- : jSftft 

EM©fi3 : 108 G&XDmm : # V"*?* F 

Asp He Gin Met Thr Gin Ser Pro Ala Ser Leu Ser Ala Ser Val Gly 

15 10 15 

Glu Thr Val Thr He Thr Cys Arg Ala Ser Gly Asn lie His Asn Tyr 

20 25 30 

Leu Ala Trp Tyr Gin Gin Arg Gin Gly Lys Ser Pro Gin He Leu Val 

35 40 45 

Tyr Asn Ala Lys Thr Leu Ala Asp Gly Val Ser Ser Arg Phe Ser Gly 

50 55 60 

Ser Gly Ser Gly Thr Gin Tyr Ser Leu Asn He Asn Ser Leu Gin Pro 
65 70 75 80 

Glu Asp Fhe Gly Thr Tyr Phe Cys Gin His Phe Trp Ser Thr Pro Tyr 



(18) 



1 1 - 1 00400 



33 



34 



85 



90 



95 



Thr Phe Gly Gly Gly Thr Lys 
100 

[0116] ffiyU#-5f : 13 
g^'JOg£ : 10 

yvtrs^bm: rpm&iy y?s>h 
mm 

Gly Phe Asn lie Lys Asp lie Tyr lie Tyr 
15 10 
[0117] ie^J#-^ : 14 

Arq lie Asp Pro Ala Asn Gly 

1 5 
Asp Lys 
[0118] RflBHt : 15 
: 10 

mm 

Arg Gly Asd Tyr Gly Ala Gly Phe Gly Tyr 
15 10 

[0119] ie^J#-^ : 16 
: 11 

Arg Ala Ser Gly Asn He His Asn Tyr Leu Ala 



Leu Glu He Lys Arq 
105 

*@^'J<DgS : 18 

r *n^- -.mm 

EW<D*H: *y<:7>F 



10 



20 



Asp Thr Lys Tyr Gly Pro Asn Phe Gin 
10 15 



* mm 

Asd Ala Lys Thr Leu Ala Asp 
1 5 

[0121] mmn : is 

KWDfiS : 9 

Glo His Phe Trp Ser Thr Pro Tyr Thr 

1 5 
[0122] i^"J## : 19 
12^J(Og$ : 357 



30 



1 5 

[0120] ew»# : i/ 



10 



7 

■MR 



: cDNA 

SSHR&S^IB-^ : mat peptide 
: 1..357 



ffi£U 

GAG GTT CAG CTG CAG CAG TCT GGG GCA GAG CTT GTG AAG GOV GGG GCC 48 
Glu Val Gin Leu Gin Gin Ser ay Ala Glu Leu Val Lys Pro Gly Ala 

15 10 15 

TCA CTC AAA TTG TCC TGC ACA ACT TCT GGC TTC AAC ATC AAA GAC ATA 96 
Ser Val Lys Leu Ser Cys Thr Thr Ser Gly Phe Asn lie Lys Asp lie 

20 25 30 

TAT ATC TAC TGC GTG AAA CAG AGG CCT GAA CAG GGC CTG GAG TGG CTT 144 
Tyr lie Tyr Trp Val Lys Gin Arq Pro Glu Gin Gly Leu Glu Trp Val 



(19) 



35 

GGA ACC 
Civ Arg 
50 

CAC GAC 
Gin Asp 

65 
CTC CAC 
Leu Gin 

GCT AGA 
Ala Arq 

ACT CFG 
Thr Leu 

[0123] : 20 

IB^'JOS^ : 324 

GAC ATC 
Asp lie 
1 

GAA ACT 
Glu Thr 

TTA GCA 
Leu Ala 

TAT AAT 
Tyr Asn 
50 

ACT GGA 
Ser Gly 

65 
GAA GAT 
Glu Asp 

ACG TTC 
Thr Phe 

[0124] ' 21 

ge^JCD^S : 414 



36 



35 40 45 

ATT GAT CCT GCG AAT GGT GAT ACT AAA TAT GGC CCC AAT TTC 
lie Asp Pro Ala Asn Gly Asp Thr Lys Tyr Gly Pro Asn Phe 

55 60 
MG CCC ACT ATA ACA GCA GAC ACA TCC TCC AAC ACA GCC TAC 
Lys Ala Thr He Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr 
70 75 80 

err cct acc ere aca tct gag gac act gcc crc tat tac tgt 

Leu Arq Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys 

85 90 95 

CGG GGT AAC TAC GGG GCG GGG TTT GGT TAC TGG GGC CAA GGG 
Arq Gly Asn Tyr Gly Ala Gly Phe Gly Tyr Trp Gly Gin Gly 

100 105 110 

CTC ACT CTC TCT GCA 
Val Thr Val Ser Ala 
115 

* ffi&lOmM : cDNA 

W&L^-t^M : mat peptide 
20 UfiEfiltiH : 1. .324 
* ^^UcM : E 

CAG ATG ACT CAC TCT CCA GCC TCC CTA TCT GCA TCT GTG GGA 
Gin Met Thr Gin Ser Pro Ala Ser Leu Ser Ala Ser Val Gly 

5 10 15 

CTC ACC ATC ACA TGT OCA GCA AGT GGG AAT ATT CAC AAT TAT 
Val Thr He Thr Cys Arg Ala Ser Gly Asn lie His Asn Tyr 

20 25 30 

TGG TAT CAG CAG AGA CAG GGA AAA TCT CCT CAG ATC 
Trp Tyr Gin Gin Arq Gin Gly Lys Ser Pro Gin lie 

35 40 45 

GCA AAA ACC TTA GCA CAT CCT GTG TCA TCA AGG TTC 
Ala Lys Thr Leu Ala Asp Gly Val Ser Ser Arq Phe 

55 60 
TCA GGA ACA CAA TAC TCT CTC AAT ATC AAC AGC CTC 
Ser Gly Thr Gin Tyr Ser Leu Asn lie Asn Ser Leu 

70 75 
TTT GGC ACT TAT TTC TGT CAA CAT TTT TGG AGT ACT 
Phe Gly Thr Tyr Phe Cys Gin His Phe Trp Ser Thr 

85 90 
GGA GGG GGG ACC AAG CFG GAA ATA AAA CGG 
Gly Gly Gly Thr Lys Leu Glu lie Lys Arq 
100 105 

ftrnzm-fiZn : siq peptide 
: 1..57 

43M§fc£3l*f IB-^- : mat peptide 
: 58. .414 

50 



1 1 - 1 00400 



192 



240 



288 



336 



357 



48 



96 



CTC CTC 144 
Leu Val 

AGT GGC 192 
Ser Gly 

CAG CCT 240 
Gin Pro 
80 

CCG TAC 288 
Pro Tyr 
95 

324 



mi 

ATG 
Met 

GTC 
Val 

CCA 
Pro 

AAA 
Lys 
30 
GAG 
Glu 

CCG 
Pro 

ACA 
Thr 

TAT 
Tyr 

GGC 
Gly 
110 

[0125] EJWHt : 22 
i^JCDgS : 384 

ti&ivm : mm 

ge^JOtt® : cDNA 
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AAA TGC 
Lys Cys 

AAT TCA 
Asn Ser 

GGG GCC 
Gly Ala 

15 
GAC ATA 
Asp lie 

TGG GTT 
Trp Val 

AAT TTC 
Asn Phe 

GCC TAC 
Ala Tyr 
80 

TAC TGT 
Tyr Cys 

95 
CAA GGG 
Gin Gly 



AGC TGG 
Ser Trp 
-15 
GAG err 
Glu Val 
1 

TCA GTC 
Ser Val 

TAT ATC 
Tyr lie 

GGA AGG 
Gly Arq 
50 

CAG GAC 
Gin Asp 

65 
CTG CAG 
Leu Gin 



GTT TTT 
Val Phe 

CAG CTG 
Gin Leu 

AAA TTG 
Lys Leu 
20 

TAC TGG 
Tyr Trp 

35 
ATT GAT 
He Asp 

AAG GCC 
Lys Ala 

CTT CGT 
Leu Arq 



GCT AGA CGG GGT 
Ala Arq Arq Gly 
100 

ACT CTG GTC ACT 
Thr Leu Val Thr 
115 



(20) 



CTC TTC 
Leu Phe 

CAG CAG 
Gin Gin 
5 

TCC TGC 
Ser Cys 

GIG AAA 
Val Lys 

CCT GCG 
Pro Ala 

ACT ATA 
Thr He 
70 

AGC CTG 
Ser Leu 
85 
AAC TAC 
Asn Tyr 

GTC TCT 
Val Ser 



CTG ATG 
Leu Met 
-10 

TCT GGG 
Ser Gly 

ACA ACT 
Thr Thr 

CAG AGG 
Gin Arq 
40 

AAT GGT 
Asn Gly 
55 

ACA GCA 
Thr Ala 



GCA CTG 
Ala Val 

GCA GAG 
Ala Glu 
10 

TCT GGC 
Ser Gly 
25 
CCT GAA 
Pro Glu 

GAT ACT 
Asp Thr 

GAC ACA 
Asp Thr 



ACA TCT GAG GAC 
Thr Ser Glu Asp 
90 

GGG GCG GGG TTT 
Gly Ala Gly Phe 
105 

GCA 
Ala 
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GTT ACA GGC 
Val Thr Gly 
-5 

CTT CTG AAG 
Leu Val Lys 

TTC AAC ATC 
Phe Asn lie 

CAG GGC CTG 
Gin Gly Leu 
45 

AAA TAT GGC 
Lys Tyr Gly 
60 

TCC TCC AAC 
Ser Ser Asn 
75 

ACT GCC CTC 
Thr Ala Val 

GGT TAC TGG 
Gly Tyr Trp 



1 1 - 1 0 0 4 0 0 
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* Ita^rgfrfe-^f : siq peptide 
30 £^SEfi® : 1. .60 

wmzmrnvtcjim : e 

#®£SlTIS-if : mat peptide 
ffSE&g : 61.. 384 



ATG ACT 
Met Ser 
-20 

GGT GCC 
Gly Ala 

GCA TCT 
Ala Ser 

ATT CAC 
He His 
30 

CAG ATC 
Gin He 



CTG CTC 
Val Leu 

AGA TCT 
Arq Cys 

CTG GGA 
Val Gly 
15 
AAT TAT 
Asn Tyr 

CTG CTC 
Leu Val 



ACT CAG 
Thr Gin 
-15 
GAC ATC 
Asp lie 
1 

GAA ACT 
Glu Thr 

TTA GCA 
Leu Ala 

TAT AAT 
Tyr Asn 



CTC CTC 
Val Leu 

CAG ATG 
Gin Met 

CTC ACC 
Val Thr 
20 

TGG TAT 
Trp Tyr 

35 
GCA AAA 
Ala Lys 



GOG TTG CTG CTG 
Ala Leu Leu Leu 
-10 

ACT CAG TCT CCA 
Thr Gin Ser Pro 
5 

ATC ACA TCT CGA 
He Thr Cys Arq 

CAG CAG AGA CAG 
Gin Gin Arq Gin 
40 

ACC TTA GCA GAT 
Thr Leu Ala Asp 



CTG TGG 
Leu Trp 

GCC TCC 
Ala Ser 
10 

GCA ACT 
Ala Ser 

25 
GGA AAA 
Cly Lys 

GGT CTC 
Cly Val 



CTT ACA 
Leu Thr 

-5 

CTT TCT 
Leu Ser 



96 



144 



192 



240 



288 



336 



384 



414 



48 



96 



GGG AAT 144 
Gly Asn 

TCT CCT 192 
Ser Pro 

TCA TCA 240 
Ser Ser 



(2D tzmy- 1 1-100400 

39 40 
45 50 55 60 

ACG TTG ACT GGC ACT CGA TCA OGA ACA CAA TAC TCP CTC AAT ATC AAC 288 
Arg Phe Ser Gly Ser Cly Ser ay Thr an Tyr Ser Leu Asn lie Asn 

65 70 75 

ACC CTC CAC CCT GAA GAT TTT GGG ACT TAT TTC TGT CAA CAT TTT TGG 336 
Ser Leu an Pro Glu Asp Phe ay Thr Tyr Phe Cys an His Phe Trp 

80 85 90 

ACT ACT CCC TAC ACG TTC GGA GGG GGG ACC AAG CTG GAA ATA AAA CGG 384 
Ser Thr Pro Tyr Thr Phe Gly ay Gly Thr Lys Leu Glu He Lys Arq 
95 100 105 

[0126] K5*J## : 23 * rtf at?- : m&iR 

kfuos s : 248 mm<omm : # »; ^ f 

EM 

Glu Val an Leu Gin Gin Ser ay Ala Glu Leu Val Lys Pro Gly Ala 

15 10 15 

Ser Val Lys Leu Ser Cys Thr Thr Ser Gly Phe Asn He Lys Asp lie 

20 25 30 

Tyr He Tyr Trp Val Lys Gin Arq Pro Glu Gin ay Leu Glu Trp Val 

35 40 45 

Gly Arq lie Asp Pro Ala Asn ay Asp Thr Lys Tyr ay Pro Asn Phe 

50 55 60 

Gin Asp Lys Ala Thr lie Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr 
65 70 75 80 

Leu Gin Leu Arq Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys 

85 90 95 

Ala Arq Arq Gly Asn Tyr Gly Ala Gly Phe Gly Tyr Trp Gly Gin Gly 

100 105 no 

Thr Leu Val Thr Val Ser Ala ay Gly Gly Gly Ser ay Gly Gly Gly 

115 120 125 

Ser Gly Gly Gly Gly Ser Asp lie Gin Met Thr Gin Ser Pro Ala Ser 

130 135 140 

Leu Ser Ala Ser Val Gly Glu Thr Val Thr He Thr Cys Arq Ala Ser 
145 150 155 160 

Gly Asn He His Asn Tyr Leu Ala Trp Tyr Gin an Arq Gin Gly Lys 

165 170 175 

Ser Pro Gin He Leu Val Tyr Asn Ala Lys Thr Leu Ala Asp Gly Val 

180 185 190 

Ser Ser Arq Phe Ser Gly Ser ay Ser Gly Thr Gin Tyr Ser Leu Asn 

195 200 205 

He Asn Ser Leu Gin Pro Glu Asp Phe Gly Thr Tyr Fhe Cys Gin His 

210 215 220 

Phe Trp Ser Thr Pro Tyr Thr Phe Gly ay Gly Thr Lys Leu Glu He 
225 230 235 240 

Lys Arq His His His His His His 
245 

immoffimtemmi 1021 ^^n-^;Hn#MA b# 1 1 7 - 1 oc* 

im 1 ] *s?&-i')lijiteMAb # 1 1 7 - 1 0C JBt>££*X£> • 7uv7 4 >^ffi«C<fc •) nJtRffcl/ 

ifi. I L- 1 8 itg^LTL4 2 ZMM&V I L- 1 8 50 /c, C©^© I L - 1 8 R^SS© W^»0f 



(22) 



1 1 - 1 0040 0 



[H3] I 

[04] I 
b# 1 1 7 

So 

[B5] I 

So 
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L- 1 8R^aMCcJ:^> I L- 1 8<Drmm 
L - 1 8 RSaWCC^y^D-^^iSfrMA 

L- 1 8RSSR©^^ F • 7^t* 



42 



* [i6]i^DNA TpCDM/1 17-VL-V 

pCDM/l 17-VL-VH cDNA 
*s?U-*)ltfi&MAb # 117-1 OCCtfcWSfi 



Pcmv 



m i ] 



[02] 



(S) 












67k 


Ii|§§ 


45k 




30k 




20.1k 




14.4k 









10 1 0.1 0.01 

<«/«!) 



' 30k 



[03] 



IFH-T (»U/dI> 




28 12.0 *M 2.12 1.56 0 

IL-IB flffi (as/ml) 



[04] 



«5t« (2«0w> • 



il-i6b aepfl (op.) "-o ... 

2O.OO0 



15 t OOO 
lO.OOO 
S.OOO 



us 



BEST AVAILABLE COPY 



C3) 



1 1 - 1 0 0 4 0 0 



me) 




BV40 iotxss/p* 




ldo.q (A) 



(51) Int. CI. 6 

C 1 2 N 5/10 

C 1 2 P 21/08 

G 0 1 N 33/53 

33/577 

// C 0 7 K 14/54 

C 1 2 N 15/02 

(C 1 2 N 5/10 

C12R 1:91) 

(C 1 2 P 21/08 

C 1 2 R 1:91) 



ZNA 



F I 

G 0 1 N 33/53 

33/577 
C 0 7 K 14/54 
A 6 1 K 37/02 
C 1 2 N 5/00 

15/00 



D 
P 
B 



ABB 



B 
C 



(31) M5fc*t£5i#-^ 215490 

(32) &5fcB ^9 (1997)7^280 



